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Compsn. for treating C-@erbB(i-2 producing tumours - comprises 

adriamycin bound to monoclonal antibody specific for peptide from 

hydrophobic extracellular region of C-@erbB@-2 
Index Terms: COMPOSITION TREAT PRODUCE TUMOUR COMPRISE ADRIAMYCIN BOUND 

MONOCLONAL ANTIBODY SPECIFIC PEPTIDE HYDROPHOBIC EXTRACELLULAR REGION 
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JP 5117165 A 930514 9324 JP 91303845 911024 7 0A61K-O39/395 @ (B) 

Priority Data (CC No Date): JP 91303845 (911024) 

Abstract (Basic): JP 05117165 A 

(1) The ant i- tumour agent contg. the antibody to adenocarcinama 
membrane protein and the antibody binding anti-tumour agent, is new. 
(2) The anti-tumour agent in (1) of which antibody binding anti-tumour 
agent is anti-tumour antibiotic, is new. .(3) The anti- tumour agent in 
(2) of which antibody binding anti-tumour agent is adriamycin, is new. 
(4) The anti-tumour agent in (1-4) of which the antibody is monoclonal 
antibody to the peptide of hydrophobic extracellular region of c-@erbB@ 



-2, is new. (5) The anti -tumour agent in (4) of which the antigen is 
the peptide (His-Thr-Ala-Asn-Arg- Pro-Glu-Asp-Glu-Cys-Val- 
Gly-Glu-Gly-Leu) ,. is new. 

USE/ADVANTAGE - The anti -tumour agent has stronger cytotoxic 
effect to c-@erbB@-2 producing tumour than using adriamycin only. The 
side effect of the new agent is decrease.. 

In an example, mice were immunised by the peptide 
(His-Thr-Ala-Asn-Arg- Pro-Glu-Asp-Glu-Cys-Val- Gly-Glu-Gly-Leu) as 
antigen. The immunised spleen cells and ASP2/0 were fused and the 
hybridoma was prepd. The monoclonal antibody was prepd. from the 
hybridoma. The monoclonal and SPDP were mixed at 30-150 : 1 and reacted 
at 30 deg.C for 30 mins . SPDP-monoclonal antibody and SPDP-adriamycin 
were reacted at 4 deg.C for 90 mins. in the soln. contg. 50mM 
triethylamine, 50mM NaCl, and ImM ethylenediamine tetraacetate (pH8.0). 
The monoclonal antibody binding adriamycin was added to the 
adenocarcinoma (expressed c-@erbB@-2) cell culture. The cytoxic 
activity of the anti-tumour agent was dependent on the expression amt . 
of c-@erbB@-2. The same IC50 as adriamycin use, was obtd. by 1/20 vol. 
use of the new agent. Dwg.0/1 
Derwent Class: @B04@; @D16@; 

Int Pat Class: -@A61K-031/71@; @A61K-039/395@; @A61K-045/00@ ; GC12N-005/ 18@ ; 
<2C12P-021/O8@ 
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[#TOR©«5B] * 
[gt#«3] m-*&£?Z>mM&7YV7^-<i' 

z. t*tm t?%m$m2 <amsm. 

His-Thr-Ala-Asn-Arg-Pro-Glu-Asp- 

[0 00 1] 

[j£&±©f<JJfl#Sf] #89Jtt. mffiS'JtM'rS'bOTf 
JJfclMllfctt* ftfcjgfie^c-e r 

b B - 2 ©g&£g£^ *IBiHmfc&£«fctt)85WfcH 

-r^fe© - ?^. 

[0 0 0 2] 

[&*©&«] 7FU7-7-r-» (Ad r i amy c i 
n) j&tft&SXM^hS-teX • K»— ■ fef^X • /VP 
• ^ri'S'X (S t r e p t omy ces peucet 20 
lusvar. caeslus) frZ&MZn&tfi&fil 
Strife r>T> ffiBJgftUa SWTS £ 9 (3 

2 mm&<t¥ (i i) - tm 

©«jt«tt«H-J £JH8£ (835 5-9-2 0) p. 
4 7 4-4 7 5), &m<Dfemz\t. MtVXZ.<D7 V 
V7K -»**&JBSnTV>S. 
[0 0 0 3] l^UfctfS. 7HU7V-f -»^K^-r 

[0004] 

[BEM&fcbckdfc-fSit®] *58ipi<Z) BWtt-f <Tn 

Sr&K:ra5rrs©Tttfc<, H#©ft&flJ£*JfflL&*< 
£ * ©BJffrfl < SfcSit U «> £ ->X x A £$r fc 
f-5 £ fc£ B^tTS *>©T<&5. 
[0 0 0 5] 

M£#t)w-*fc*©w ±faae<j*ii 

TkLtbZi<'X ; rli&m%T%Z,t\Z&K>. ±i3BW£jl 

[0 0 0 6] ^-^T&^ffi^^ftOi^m. I&&> ftfc 
&)KlC:fc^Tj§f«IC&5EUtV>S. JSite^c -e r b 

b-2©%s««!j, ?tLt>?>m&mmm&(Dm&mzm 

U int$tSfflt©^«: (conjugate) £ 50 



4$Bi¥5- 1 17 16 5 
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73/ KE^*©SBBmi*&tt©S#^7:f- H fclaJS 

t urgent*/ *n-^fi#£. BttMBoBS 

« i ~st#« 3 ©u-r n# i mottmm. 
rni&z 5 ] $ts*tTs©fc 1 -c^s na 7 3 / sse 

Hfcl] 

Glu-Cys-Val-Gly-Glu-Gly-Leu 

fpssufci;:^ sauna, #irsajiSiffltetc»uT*^fc 
[0007] Tfct>i3*f&9i«* ia#*fc£-r*iaS58i 

[0008] *%«ic&t>Ttt. mmmom&bm.* 
mntrrz>tii#$:®m?z&* j tn\z\mm&mx.zf/x 
tt8&t:7?F«tfi£&u &n;&ntf*YU7-g& 

[0009] ±m(Diio\zmmtvx\t. &mm&KR. 

ffifcfc^ c - e r b B - 2 ©83ig«& *>#t® t h xmi 
IC&fflT^S. 8S£?c-e r bB-2li SUSS^H 

mt^rcmmmm\z^xmm^nx^f). ^nmn 

fctttt^ft 1 8 5 k D a <D&RStt©ga«*<^£nT 

[0 0 1 0] &#fc:PV>Ttt. c-erbB-2S^I© 
SeH73/BIE5iJ©+T. SHBS*©g?#fcffiS-r*8 
^ttffittC^^H (73/&8S&*no~2 0) £ 

££**-?££©-?. SStaJ! 
#J t U * S e: t K «t o T*^W ic « £ T CnfcR 
3ffi?i9&SjiT-5©tWffl-r^J:tAtT#^. ifc, H«c 
tt^©^Stt£^»T£C^^»tSSISSig-r5fe 

jt**igi©b, z.nz&wft&Mtmttvibx* b« 

[0 0 11] ttM^^HtLTtt. 
^CTlCtsViTSf^^H©!^. 5©^7^F#ftt>W 
fiJtffifflT€r-5*^ cn©*IC{BS^n5'b©-Cttfi: 

<, i~4©^^Ft>^nffJicfiEfflTse:t*fc^5. 

[0012] z\<D&?tt.ttmfrc>mcVimt* ^a©et 
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;Wfcifc. &<8&^©^«££i£©K*W =t 

[0 0 13] *5E^CUfc*^TBSSiffl8aoK®e®?£ 
Sft&ffl©«*^T©*^:/©ft88l#&JflT£, 

[0014] 

[feral ^icaa^fAw^ffli^sit^n 

)6iffljsroiffltert-mfc<i££RSLTaa!ia*M:: 
mfcae^s©6B&£^-r-5 *>©-?&*&*, 

©titans. 

[ooi5] *^?i»c«53i9Jia^«j«. ^&«-&-r 

[0 0 16] «PfS-^©fc»©Sl^tbT«> ft 

turn b»jw, fo»m ^wn xu*** 



#ia¥5-l 17 16 5 

®*mie>nz>. #&q£^©fcd©K»liLTK, it 
»». A**. ttK, a— > 3 X X 

ma. ttn. sun. ftWf#«*if sns. * 

89!©#&&#£§S#Mfc-rsictt. *SfcUfcj8«t«.fc 
<, #M?S&jffl. NMH. «fi*K «»*K £ 

[0 0 17] *&KK«£^&f£&©18-$-fitt. -to 
as, j&«fcir>L^B*ttMK©«Si. s#© 

BR&#©«£BfifcAO>fcr)MiD 1 HK*SI*» (** 
S) SO. 0 1~1 0 0 Dmg/kg, ff*l/<l*0. 
1~1 OOmg/kgfi^T*. 

[0018] #8Wfc*v»T«&B-r*fiWtti> 

9X£ttl/T&£l/&6&. M<tt>10 0mgA 

©Sn&froifc. 7KP7V-f-»»COV>Tli, 
■€-©S^*tt. HRfcAAOW*. 4 0mg£8BiS:# 
U S*iS:-5-©Bf£fiHi5 0 0ragtf»D, y-^xoa 
£tt 5 0 0 u g **g*ff 8fiT* 0 . Lfctfo T#89! 

ic&s gfeftofttt set* c n e ©eeu t v» 5 ji 1 1 

[0 0 19] 

[##031] c-erbB-2««fiTt±oT3-H 
3 nfcS$J©&#tt8B&£ Chou-Fasman ©^ 

ssfflViTiftssu -?-n&©^<t)*^c-pviT> •?•©•& 
ui^^HfcfMu **u7-«aRKii*u, -en 

T, c-erbB-2 ©9m*m3nTfr>«fUMN& 

^sK-BR-iiiic»-r?.sjr>ttS:. MBSBffifci/ 
fcEL i sAfeTia^, Ti23UT?jK3namsi©is 

[00 20] 
[SI] 
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in mrxA 


cf ft 
AX «> IX 


1 


His-Asn-Gln-Glu-Val-Thr-Ala-Glu- 
Asp-uly-Thr-uln-Arg-Cys-ulu-Lys 


318-333 


+ + 


2 


Thr-Leu-Ile-Asp~Thr-Asn-Arg-Ser- 
Arg-Ala 


182-191 


+ + 


3 


Leu-Arg-Ser-Leu-Arg-Glu-Leu-61y- 

1 nit- h 1 f% 

Leu Aia 


455-466 


+ 


4 


Tyr-Met-Pro-Ile-Trp-Lys-Phe-Pro- 
Asp-Glu-Glu-Gly-Ala 


610-622 


+ 


5 


His-Thr-Ala-Asn-Arg-Pro-Glu-Asp- 
GLu-Cys-Val-Gly-Glu-Gly-Lue 


495—509 


+ + + + + 



[0 0 2 1] ±|3^«A>e.W^*^«fc5»C. c-erb 

b - 2 jsse^«5©ges7 s /KsmcoaBiia^m 

D, mi«5©^?H*^fe»$bV>*t<|fi(0^^H 
<b#STi& £ £ <!: jWS^S ttfc. 
[002 2] 

mmmi] c-e r bB-2«Bt£^ic<fcoT:i-F 

3ttifcg«J©N*SS4 9 5*^5 0 9 £T-©SS©^:/? 50 

<koft«fUfcv^^i$«iBat, T^^#fijgasfla (sp 

2/0) £»lli&fit££li\ A-f^'J H-TS^K-r-SJl 
[0 0 2 3] JSB"WFtt. 

RPEDECVGEGLT$5M^fHt. **'J 

(KLH) S^J^Jl-y^t HSrfflV^TSS^Sii-Tf^ 
KUfc. fPK©;Si£lJ. G. Wa 1 t e r^(D^m (P 40 
to C. Natl, Acad. Sci, . 7_7. 6 1 
9 7, 1 9 80) \zmvtz. fe&tt. ±82£fiM 
ilBalb/cY^Wfc. *fc. aijegS^tt. 
B e h z a d i a n, M. A. ^F<D^rfe (Cell 
Struct, Fund. , 1 0 , 2 19. 198 
5) KUpDTff&ofc. X^U-Z^HEL I SAfc 

[0 0 2 4] ®£ft&*/?0-:f-;l^ft:«fc hc-e 
r bB-2gigj£Ki3&T5. fcfc, C<D*y^O-^-;P 
fil&at. c-e r bB- 2g&fc*ff£t><Zn?&£frS 50 



Mi. c-erbB-2 ®5S£**&a$:riT^5?lg5«ffl 
Ba<*SK-BR-III©geSS ,8 S-me t h 1 on 

[0 0 2 5] 

[ I . 9 U—?)UKft<DW&l 
[0026] 

[ (i) mmm&momw idta^^Fo^fifctt, a 

lmg KLHt3mg^fHS0. 1MU>&1&« 
8t(pH7. 2) «PT. 2. 5X^^)P7;i^rtHT 

kHS|ji<fc»l:, 0. 0 lMU>KS®St (PH7. 
4) +0. 15M NaC l*t?S«f*ff^ofc. 
[0 0 2 7] 

[ (2) ftg] 1 0 0/ig$iJISaR«t7D'f>H?F^ 
£7S>a.A*>F£, Ba 1 b/cT^X©^Tlrl4H 

L I SAfcT-sS^fc. £<Dl$, titVtfX I gGCe&P 
OXfc8-&Lfc'&©£fflW2:. SStUTttOPDT* 
£. 

[0 0 2 8] 

[ (3) mmm&] agsnfeBai b/cvw©» 

BESffifflU RPMI 1 640«Jfi«PTB$ttiflaS#U 

a-r. vc77.#fi)s«ai)iasp2/osiPfSiifiS:cDi/5 

-1/101M. RPMI £j&C>T#V>;fc«> Jp'JX 
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90-=.>if£B*l?1t. X^'J-r^HEL I SA 
[00 2 9] 

[ (4) ^/^D-^R^OSISU iWc/W^U 
15% FCS. if)V*S.>& -f>->a.'J 

>mfc*RPMi 1 6 4 0fcttreJiaiu x&*a 
S. ^UX^ft^bfeBa 1 b/c v£x©Kertic 
MB (1 O'/E) £!S:^-f5. &3HI8J&. fit*£lR 
t)j84>#IS£fTfcV\ ±ffif*^DEAE-fe;UP-7.A^ 

[0030] 

[II. c-e r bB-2£felc*f?«%/?a— :ftl4ft 
#©&©] 
[0 0 3 1] 

[ (1) ^©U^^X©!^] Ouc h t e r 1 o 
nySK^UTfrfcofc. St^tfX I gMXttfi^X 

igGt. f enfc ; E/i'D-t;ps#s i 

[0032] 

[ (2) #^fi] t7ri"JJI'S-3 00 supc r f 
[0 0 3 3] 

[ (3) St#©fc&«f&] "S-me thionint? 

g a e s ft it m m v tz s k - b r - 1 1 1 m m s w mit 

J;Sit«4!j©&|5F©iSfe#&, SDSS^ScK (7. 5 
X) TIBU. *<DV)V<r>*-Y 7?*>f774 -SIR 
t> £ 3. 185kDa #jfit;:-#©/S> FtfK&£ 
tlfc. JKD»^ftttthc-e r bB-2^«!ia:Ki;T 
£9, JKDjft&J&tc-e r b B- 2£«j£&^LT^S 

[00 34] 
BHBW2] 
[0 0 3 5] 

[ (1) z/><Dmm **/-frX\tz>* 

(DMSD) WL*\TZ> 
>£3- ^Dtf^>eN-X^ 
x>-f 5^JP (SPDP) £&EjMt7Sl£U 3-6 



5) 4tM¥5-l 1 7 1 65 

[0 0 3 6] 

[ (2) 7F W7T-f^>£fi#t©&&#©3aS] ^ 
JS05 1 TPIglxfc* y * o-^;u{t#t SPDPtSt 
;WttTC3 0~1 50 : lWSa^Tig&U 3CCT3 0 

mMlCfc-SiSfciSeU *E£©SPDPttPD-l 
0#5AT!l$V>fc. 

[0 0 3 7] JI©«fc3fcUTSPDPTgg&L;fc : E,'# 
10 a—t-)\,tt#L±&m (1) «T?#feSPDP«6|f7H 
lx7V-f-»tS % pH8. 0©5 OmMb'JI^T 
5 >. 5 OmMlftth'J^A. lmMig : l/>^75 
. >xh7»KiS«p-C. 4"CT9 0»H3S^li:fc. *K 
f&©SPDPfc5W37Fl'7-7'f->>'ttPD-l o* 

[0 0 3 8] 

[J?J68I3] ^JS{f32-ePSSl,fc7Hl'7'7'f-»t*i 

a? K-BR-III, BT-474, MCF-7. £©J@# 
T«Ba©JK3B£^ c-erbB-2 ©ISSfi t>4>& < 

[0039] 

[ (1) £i£] S88IIIS#I*B~ &®Ufc*fi:S-flsR;tf7 

[0040] mwmntmt. ±e»ciox«i«tfc 

£#ttHB3cfr&. MttttttJMM*- (C.-Ci) /Co 
30 X 1 0 0©&»CU&#oT#fflWt. ±S;fc^ViT» C 

[004 1] 

[ (2) «S«] SK-BR-IIIfc»-T^7HV7T>f 

^>ie^tamiaiijfiai$!i^t©w^&^-rt0 1 ©t*s 

DTafeofc. Ht»> a btt7 Hl^v-f -> 

[0 0 4 2] *fcftKJSiHH8aiCfeV>T. toJSJWO 5 0 X 

40 TiB-r*S2©^jg*t#enfc. 

[0 0 4 3] 
[«2] 
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& m ® © m 



S K — B R — III 

B'f-474 
MCF-7 



I C s0 (10-" M) 



1.3 
1.8 
2.5 



30 
> 100 
2.5 



b / a 



23 
>56 
1 



b/a : a tC^f^TS b 0 I C so ii(Z)fil^&^^. 

BT-4 7 4 fciJVT, 10" , MWT©7K 
1/ r "7 4* 5/ V (?) &4«£-C ltfilA«J|ltt|B 5 ft * 



[0044] 

[ (3) *££] ±B»**6W 5 fc, 

r b B - 2 ©58SISlC{fc?¥ LTfc 0 . - ©flUBttff »•£ 

[0 0 4 5] £fcb/a©Jfi*^ *ftmtZ&Zt&-&# 
tt. SK-BR-IlIifflBaTtt. 7HV7^-»M 
fe^Kfe'CTt^ 0#© 1 ©^fi-Cl^^CO I Ci •ttfiKH 

£##7 h l/TT-r -»*atjt'<Ttt 2 ofgroisaiK 

«SSS*-r*.©Tfe«. [0 0 4 8] 

[00 46] Xfc. BT-4 7 4IBBT, 7HW7V-f [S3] 

(1) nt&W2'emmi;tz&<&fr 

(2) ^ & 

(4) £6**98* h'JOA 



«fc o Ta#fc»*#H* - 

5&©T&&. 
[0 0 4 7] 

[HGKM4 SlffifaSa] TE©S3t:^-r (1) ~ 

(4) <o±&tt&m'8*. looomi \z®mvit®. 7 

y~fMz i m i T^ft&vx. &sm 1 0 0 0*SSIiS 



5 g 

9 K 

5 g 

1 g 



[0049] 

[3S9i©«!l*] fiU«^fcJ:5fc. fifcfc?- 

c-erbB-2 ©g<8>£g£-rs«»IBafc*f bT» 7 



40 



[an a««i)BSK-BR-iiiir*»sai)fiiisi«i 

b : 7FW7Y'f5/>¥afi4 (**J8D 
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